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DETAILED ACTION 



Applicant's election of group II (claims 1-12 and 16-22), a method for predicting a patient with 
CLL to response to treatment with rituximab by analyzing the cell having abnormalities of deletion in 
chromosome by FISH in paper filed 1/13/06 is acknowledged. Because applicant did not distinctly and 
specifically point out the supposed errors in the restriction requirement, the election has been treated as 
an election without traverse (MPEP § 818.03(a)). 

Claims 1-30 are pending. Claims13-15 and 23-30 are withdrawn from further consideration 
pursuant to 37 CFR 1.142(b), as being drawn to a nonelected invention. Claims 1-12 and 16-22 will be 
examined on the merits. 

Information Disclosure Statement 

The information disclosure statement (s) (IDS) submitted on 4/13/06 and 8/24/05 are/is 
considered by the examiner and initialed copies of the PTO-1449 are enclosed. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to be patented 
and the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquires set forth in Graham V. john Deere Co., 383 U.S. 1, 148 USPQ 459 (1996), 

that are applied for establishing a background for determining obviousness under 25 U.S. C. 103 (a) are 

summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
obviousness. 
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1. Claims 1-4, 6-7, and 16-17, 19-20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Golay et al., (Blood, vol 98, page 3383-9) in view of Hogan et al., (Cancer genet cytogenet, vol 110, 
page 77-81, 1999), Fongeca et al., (Leukemia, vol 15, page 981-6, 2001), Witzig et al., (Leukemia and 
lymphoma, vol 14, page 447-451, 1993), and Catovsky D (Hematol Cell Ther, vol 39, page S5-S11, 
1997). 

The set of the claims is drawn to a method for predicting a patient with chronic lymphocyte 
leukemia (CLL), who responds to treatment comprising Rituximab (anti-CD20 antibody) by analyzing the 
cells having deletion in chromosome by FISH. 

Golay et al., teach that a method of determining the susceptibility of a patient with chronic 
lymphocyte leukemia (CLL) to Rituximab. Golay et al., teach that the levels of CD20 expression in CLL 
cells determine the susceptibility to the response to Rituximab (page 3386, col 1, para 2 and figure 8). 
Golay et al., teach that Rituximab-mediated lysis of CLL cell depends primarily on the levels of expression 
of CD20 molecule on the cells (page 3386, col 1, para 1). Golay et al., also teach that Rituximab lysis of 
CLL cells is correlated highly significantly with number of CD20 molecules per cells and these results 
could be applied to analyze the role of CD20 expression in the in vivo response of different patients to 
rituximab (page 3388, col 2, Iine5-15). 

Golay et al., do not teach the relationship between abnormalities of chromosome and 
expression of CD20 and do not teach FISH and probes for detection of abnormalities of chromosome. 

Hogan et al., teach that all the CD20 positive CLL cells have 13q14 deletion, which is detected 
by FISH using probe Locus specific probes (LSI) D13S319 (Rb1 D13S319, abstract, line 7; page 78, col 

2, para 1,). LSI 13 is Rb as evidenced by Fongeca et al., (Leukemia, vol 15, page 981-6, 2001). 

Witzig et al., teach that the CD20 positive CLL cells have Trisomy 12 detected by FISH using a 
probe specific for centromere of chromosome 12 (CEP 12). 

Catovsky D teaches that chromosome deletion 17p13.1 results in p53 deletion and 
dysfunction, which is associated with CLL and frequent failure to respond to therapy (page S9, col 1, para 
1)- 
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It would have been prima facie obvious to one of ordinary skill in the art at the time the claimed 
invention was made to use the method for predicting the response of a patient with CLL treated with an 
agent binding to CD20 comprising Rituximab. One of ordinary skill in the art would have been motivated 
with a reasonable expectation of success to apply the teachings of Hogan et al., Witzig et al., and 
Catovsky D to the teaching of Golay et al., to predict the response of a patient with specific type of CLL to 
a treatment with antibody to CD20 (Rituximab) after analyzing the CLL with the abnormalities of 
chromosome, (deletion of chromosome) because both Hogan et al., and Witzig et al., have shown that 
CD20 positive CLL cells have 13q14 deletion and Trisomy 12, which could be detected by FISH using 
probe D13S319 or probe CEP 12 and because Catovsky D has shown that deletion 17p1 3.1 only result in 
p53 deletion not others. One of ordinary skill in the art would have been motivated with a reasonable 
expectation of success to predict whether a patient can respond to the treatment of Rituximab after 
knowing the type of chromosome deletion because Golay et al., have shown that the patient, who 
responds to the Rituximab treatment, has malignant leukemic CD20 positive B cells. 

2. Claims 1-8 and 16-22 are rejected under 35 U.S.C. 103(a) as being unpatentable over Golay et 
al., (Blood, vol 98, page 3383-9), Catovsky D (Hematol Cell Ther, vol 39, page S5-S11, 1997), Hogan et 
al., (Cancer genet cytogenet, vol 110, page 77-81, 1999) and Witzig et al., (Leukemia and lymphoma, vol 
14, page 447-451, 1993) further in view of Morrison (US Patent Application Publication, US 
2003/0087248, effective filing date Feb, 20, 2001) and Stilgenbauer et al., (Blood, vol 94, page 3262-4, 
1999). 

The teachings of Golay et al., Hogan et al., Witzig et al., and Catovsky D are set forth above. 

Golay et al., Hogan et al., Witzig et al., and Catovsky do not teach detecting deletion of 17p13.1 
of chromosome 17 and 11q22-q23 of chromosomal 12 by FISH using the probe LSI 53 and ATM probe. 

Morrison et al., teach polynucleotide probe LSI p53, which is complementary to and hybridize 
with target region 17p13.1 of chromosomal 17. 

Stilgenbauer et al., teach ATM probe for detecting a deletion in 1 1q22-q23. 
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It would have been prima facie obvious to one of ordinary skill in the art at the time the claimed 
invention was made to use the method for predicting the respond of a patient with CLL treated with an 
agent binding to CD20 comprising Rituximab. One of ordinary skill in the art would have been motivated 
with a reasonable expectation of success to apply the teachings of Hogan et al., Witzig et at., Catovsky D, 
Morrison et al., and Stilgenbauer et al., to the teaching of Golay et al., to predict the response of a patient 
with specific type of CLL to a treatment with antibody to CD20 (Rituximab) after analyzing the CLL with 
the abnormalities of chromosome, (deletion of chromosome) because Hogan et al., Witzig et al., and 
Catovsky D, have shown that different deletions of chromosome result in the abnormal expression of 
protein involved in B-cell malignancy comprising CLL and CD20 positive CLL cells having 13q14 deletion 
and Trisomy 12 detected by FISH using probe D13S319 or probe CEP 12, because Catovsky D, has 
shown that the chromosome deletion at 17p13.1 only results in p53 deletion, and because Morrison et al., 
and Stilgenbauer et al. have shown analysis of the cells with deletion of 17p13.1 and 11q22.3 detected by 
FISH using probe LSI p53 and ATM gene. One of ordinary skill in the art would have been motivated 
with a reasonable expectation of success to predict whether a patient can respond to the treatment of 
Rituximab after knowing the type of chromosome deletion because Golay et al have shown that response 
to the Rituximab treatment in a CLL patient having malignant leukemic B cells, which express CD20 on 
the cells. 

3. Claims 9-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over Morrison et al., (US 
Patent Application Publication, US 2003/0087248, effective filing date Feb, 20, 2001) in view of Fonseca 
etal., (Leukemia vol 15, page 981-6, June, 2001) and Stilgenbauer et al., (Blood, vol 94, page 3262-4, 
1999) and Croce et al., (US Patent, 5928884). 

Morrison et al., teach polynucleotide probe LSI p53, which is complementary to and hybridize 
with target resin 17p13.1 of chromosomal 17 and probe CEP12, which is complementary to and hybridize 
with target to 12p11.1-q11 region of chromosome 12 (page 11, table 1). Morrison et al., teach a method 
of using the combination of probes for detecting cancer that include hybridizing a set of chromosomal 
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probes to a biological sample obtained from a patients comprising CLL patients (abstract and entire 
reference). 

Morrison et a!., do not teach probe for 1 1q 22.3 and 13q14.3 and a kit containing the probes. 

Fonseca et al., teach a probe LSI D13S319, which is complementary to and hybridize with target 
resin 13q14. 3 of chromosomal 13. 

Stilgenbauer et al., teach ATM probe for detecting a deletion in 1 1q22-q23. 

Formation of a kit using known component is within the purviews of one skilled in the art. For 
example, Croce et al., teach diagnostic kit comprising a DNA probe as an active ingredient (col 44, line 
32-67). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the claimed 
invention was made to make a diagnostic kit comprising the probes, LSI p53, CEP12, taught by Morrison 
et al., and probes, LSI D13S319, taught by Fonseca et al., and ATM probe taught by Stilgenbauer et 
al., for determining the chemosensitivity of CLL patient to treatment. One of ordinary skill in the art would 
have been motivated with a reasonable expectation of success to combine the teachings of Morrison et 
al., Fonseca et al., and Stilgenbauer et al., to the teaching of Croce et al., to make a diagnostic kit 
containing all the DNA probes for detection of deletion in chromosomes 17p13.1, 12p11.1-q11, 11q 22.3, 
and 13q14.3 because Morrison et al., have shown a probe LSI p53 and CEP12 for detection of deletion 
of 17p13.1 of chromosomal 17 and deletion of 12p11.1-q11 of chromosomal 12, Fonseca et al., have 
shown a probe LSI D13S319, for detection of deletion 13q14.3 of chromosomal 13, Stilgenbauer et al., 
for have shown a probe ATM probe for detecting a deletion in 1 1q22-q23 of chromosomal 12 and Croce 
et al., have shown how to make a diagnostic kit comprising a DNA probe as an active ingredient. 



Conclusion 



No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Lei Yao, Ph.D. whose telephone number is 571-272-31 12. The examiner can normally be 
reached on 8am-4.30pm Monday to Friday. 

Any inquiry of a general nature, matching or file papers or relating to the status of this application 
or proceeding should be directed to Kim Downing for Art Unit 1642 whose telephone number is 571-272- 
0521 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Jeffrey Siew can be reached on 571-272-0787. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained from 
either Private PAIR or Public PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic Business Center (EBC) 
at 866-217-9197 (toll-free). 

Lei Yao, Ph.D. 
Examiner 
Art Unit 1642 
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